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EXHIBm 



OivioLInk I the Web's^ ' . 




?iila6W©gai,©fff^ 

Cshcer xiUs ■Tfaiin^ -if^ Mi^esrAak .lijt^an^" Sponaore . 

• Quick $Aarch; '- 




R^latetl Toplcte for 

OiBmotheHspy. . 

■ ' QncpLUik fix 

m ,Sl)ppOit 

■. Effects , ' 

P, newfi 

• ■ pGnn C^cef Oiniol ' 

<W' Oneflnnk/Srierging ■ 
Ned CariDtti' Oinrcal 
;THa(ff Macchirifl 

. ,■ Gaide taf^kln'g 
oecisioTs Ablaut 
CanccrTherapy 

H UneBtment 
becIfilofiB with" Ob Acer 




Monthly; • 
Mewsletter 



Ccntinuing. 
Education 



OncoMnk 
Art Gallery 

Confnsnt^itg Cancer 



Treetment Options \> CherrtotheTapv > Oirarvlew 
Biblqgiral'Respdhse'MQ<^^ 

' Abramson pa'riceF center of the urilvorslty^'of Penri^ytvarila 
l^st 'Modl(?ed:' November !, 2661 



intro'iduction . 

Bi(jl6gicai raspon'ide moyifrer5; (BR.l«lfi);:are dfjcftemOther^AY- 
sbmatlrrfesiadmlrilster^d' toicancfer, Ratient^. Ttiey/ijiod^f^.^thB' relationshtp 
beiwe'^n the tiimor and ttie.lpatlentibv 5tiren5thGning:.the patient's brolognsl 
' r^ppnseto, tuinor cdlS/BRrts be divided Into: thr^e m 
accbhdingi'tb.mectjahlsmof acuo^ : . .. 

1' a^ecits ttiat.reatbra, aCigment, or mqdulate tha patients ntormal 
' Immunplogical mechanisms; ' . . 

i .dgeptS;'i*iathaVedirECt?ai^t]turiV^^^ 

' tiiVnor:c^H% ability to rifietaiBtasIze oi;«:5Urviv& after; metastasis, prombtic 
of .cell jdtfFe^eritladon,, or Iriterf erance with, rieoplaatlc transformation. In 
■ , cells. . ' . 

. . SclentfetS 'began stildyln'si BRTfis in caiicar therapy in Ithfl 1&'6Q5, laiieljhg the 
■ treatment.*nodairtv-7mflnu/7D£fterap>^^^ res^ulte- Ln animal sMdies 

, .;r45eanchers'lnltlatedrmady large-scale clinical trials to :stimulate, cancer 
patlehts' immunesystems using the bacfcerlQlasentefl^C/Z^iis &/mettB-Gi/ert 
fBCG}'-and"Ct5/yne63tCErf£/m pa AfCfm",f'C,paiVum>.'"The:.reSulb3' of these.tnals- 
. discouraging, sjytft'p research. Into: iiTirtunotharapy a^;a .possible modalu 
forlran'cerjtrftatmeiitlost'momentu^^ . . ■ 

■ ■ fUcent'-advanceS'HBv^iprordpted a'rerieW.^- ItitefBist IniBPiMs, an d tad ay , 
' ■ ' blolog^l. response "modification l^. an Important, ^rea }n Ga'ncer'research .and 
treatnietit. 



lattp^//www:oacolirU£Luj^ 



-19- 



PAGE 21/52 * RCVD AT 1016/2004 9:18:51 PM [Eastern Daylight Time] * SVRiUSPTO-EFXRF-l/O * DNIS:8729306 * CSID:16192350176 * DURATION (fnin-ss):24.18 



10/06/04 18:25 FAX 16192350176 



KMOB SAN DIEGO 



1^022 



AppL No. 
Filed 



09/776,232 
February 2, 2001 



, ThrDiigh Art is an " 
, ; pxtilbltlon'lhy.peotila; • 
,wh6se Ihfes. have been ; 
. touchBd by cB"t;er. ■■ 




Tray's fiaatured'Mrark: 
,,by Brace Pbifadc . 



' Tha'betdV's Trfi'miine^isystem mounts;.^ tpflrdinated cgtubl^'afion of nonspeciiPlC 
. ikniliMednc i^OT^oses'tofirefgn'sLibstariites <&.g. rracrob.es,. and certaln:ottie 
. toxins, wiled an'fe^ff^ J BothJpn^ pr^seijc^ Qf::anlSQ^ns.ca. 

.invQlce.honspeciflc'hbst defjehssis/Trtesefd lnqlude:physjcal barriers ar 

cherniC^rfectore/SiJicha^'thes^^ meiTib:rane5/ab,dlc gastric 

. .fiecretlbnk and. riarm^I inteEElnfall flo^ra.Thp vinflarhrtiatprir response" Is- anoth 

■ "anid,'pr^vi&,nt:«v5teni]c Infactloii.. .',..■*■ • ■ ; • 

StfedfTc Jfti'munkrespi^Ose^ elidt;^d by the! presence, or an-anfUgen. TKkese 

antlgart, specihc portions of tlieJiTimurte system ipijoducfe imemo that: 

■ broiTiofcei,a ^dre^ vigoraJis/reSponse^to'sufts^Uerit '^posares tP *e 'S^^ . . 
antigen Jrrhese.spedric memory 'responsas. are generaFIy divided, into humorw/ 

\ arid ^^m^iatktf Immunity, / 

■ = ■ produced by; trie; lynH^h isystem . Thiese^yrnphocytes, ^^\^x^\i^^^}y^ B-c^p-, . . 

produce antibodies'. AntTbo'd'i'es are s^all iirotelns that can: deactivate antigen 
. bv a 'Variety of; medianls^s, usiralTy by bitudihg with :theiT»". -AnttoDdy-^gen 
Interaa^cn isspedrtc: 6nty.ori« type ^of 'ahtiboclv:^*^^. jnteratt and neiJbra^ 
speclfidtypa of antigen. :Thls Intertction then'^ctV^iratesjtKe,. cnmfilament 
■ : cas^de' ^ a system: of preCEln^ that Voriapiementsr antibqdy activity by 

■ desiroyihg'bactiarta'aHd'helping^ itself of snebtody/antlgen 
.cbmplaces. " . • ■ ^ _ . . ; . 

■ &//^m'erf/ifi9ii/"/mmun/i/TereF^ t(i:the Immuriity conferred Uy Une mutation of 

• ' IVmphocytes/whIch is ^h'btightito occur in ^the^thymus glared. These 

lVmpnocs^es,:alSO.dlledr ce//5, dlretidy ^ de5^V viruses, 

maltanant ^ells^.cdlsinfected vyl^h 1ntbf;acEllular:or9an1sms,^nd cells ;of grafce 

• oraarii- bUferent types of'T Cf^ls have iiitTerent Jmmune functions^. c/toCox^^ 
. • c^ls dlr^ly destroy antigens^ helper T.cells:Hd:fyate the::';humpral immune 

,sy$t»m^ and cytiotoxJc T-cells; and &UPpf erabr T cells inJilblt antibody 
\ :prpducfio'n and'Otrh^r Imm,0ne refipanse5« 

■ OtheHcelteth^t are lmpdrtant iri tfie. lm'mtjne mspo'nse-Bre niaOTp/iSffeS and 
n&iur^f 'klfler i^^^ cejf^- Macrophasi^ ara whfte'jbloo'd'cdls with m number of 

. . TmDortant ftjnctions. TheY^ bind' lio an Antigen and '.'present theiaptigen tn 
. ■ undlfJ^entlBte(l::ce.lls.(preiairsor:cells);. these; in J turn,. .become acdvated^nd. 
'nrnduc^ ni^ture' lymphocytes;' WithJSUt'thls^macr^^^ 

' :b- cells' coiiid ririi: res[jondrt6 some' types! of antigens; NK calls are.cytctoxlc to 
tumor,CfiItff;andiVirusHnfec±ed cBlla 

. ^Many "celFs-ln' tti^lmmune systHTriiprddacifljCheiTiJcals:that aW regolatlngtli: : 
. " Immune, r^ponse- Tliese substances are;^«ferrad to, as m.^dJato^ broadi 
' refeirid to;as,.£ye»Atfj«,i,Many.cy1»ianes.tere tinder study,. to' determine tJielr 

■ "eiftect on 'the immune ;syi*em :i ' . . ' 

Typ^s of BRMThferapry 

.A brief-rByleW/oP agents currently b'eing 'e^ " 



9/29/2004. 



-20- 



PAGE 22/52 * RCVD AT 101612004 9:18:51 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-1fO * DNIS:8729306 * CSID:16192350176 ' DURATION (fnfn-ss):24-18 



10/06/04 18:26 FAX 16192350176 KMOB SAN DIEGO 121023 



Appl. No- : 09/776,232 

rUed ; February 2, 2001 



•The'luse.gPrftonodartel «rf;ib6(U;es;(;MOAb$3-:»nvp.ry^ thejdevelopment oF-^P^ci 



■ present. in addittor*.ihe.dimor;antager^ must t>4sufflcl'anttyid|fferen^^^^ tt, 
,9ntl9,tfns,elabora^ifed'ii^ tOfip'poyote an ranCifabdy r^popse. 




- "Moriocl&nal |anlibodles cai>;;aIso/be?ased Mr diaga9^ purposes. Tl>ey fnay 'fai 



qflBd;,tb cmry 'radl0Bcttv^*5Ub?cances to cancer cells, ,thua plnpbintlng the- 

' 1 De^pit&.tlhesq"ii5^; some mda<idpnta.baritlb6df^'t^^^^^ Because • 

some'-rrionoplrirval .3irttlb6ici)K,'m&y. b'E"marfa;usIi|ig|'mOUSe::a5tlbddle5, they^are; 
:themselves^ WrelgK protein^ thar often ^rfg^er Immune: resp.onse;. thus, 
/they cap- be nelitraHzed. berorp 'a;nv. therap)e*itrc ;eflFe'ct oqcure. to addition^ 
/tnonbdonafo'may l^cli spefclfldty for.tunrior antl^jensr Tdrtiorcell. antlgensr nra* 
' riot 'be/clipferflncienough' tthM those on normal cells to ensure only cancer chII 
' rfa'stfucb'on;- Studies 'i^aye: revealed that rjio^' monbclbnar anjibodies Interact 
with ancigension both norrnal and cancer cells. 

> r^rore ^«centiy|mi'nv .monoclonal antSbOdieis'hav'e^bfeen. created onl* 
fieMive4 fhirn huifnan Soih6;atie: already* FDA-approved and rpanir. 

otheTE'are in dihM^I triai^; witK apprp^^ they have ; 

' Jpr^^. iifieful Jn "trfeatnrtent df hem'iito^^^ maltgriiahcl)as"and iyjiiphoina- In.. . 

:'«damon^.;iT»onodonai5'are:rih dfivelqtementfbr iise'aga1nst?fio» Allfof , 

these antJbodies-haVe mula]=jla potential; Bpplicaiiiohs'lricl'ua In g nuclear imagir; • 
sUtgical' mapping^ and direct {her^py (rt multiple 5etti'ri9fi,(a*'ooe» in conjunctlc 
with cb^othisrapy, fordiBac'meot of metastases; [rii;adjuvant settings,, in^ higl 

* ,dose,rat^,. etc-) in the future' this ifletd/wll I =mofib'llkfeIy;. grow 

! "the: war' aga'inst: cancer, • 

rn chexllnlcal; setting, theEapeuUc^n^onodonahanU^ ovi: 
4-6 ihoUre fav.contirkldtis:Wti7ivenbu5^InfM feecause th;e .rlsk 'of ■senOirs- 
. '.allei^Ic™ctiOf^ ipariticulaav^'wi^^ - 
- premedica'cad : w,r!th Acetaminophen ari'dia n -arvdhfe'tamiW^ -isiind; nionicored\ 
■ clb^ly: Ern'ergency driiigs bre Icept^by the'»fidsidai''!t?6tenflaf 5fda 'b^^ ■ . 
' ' micnoclonal' ^^r^^^otikis Include >dyst3f<ea;:artd :mlld; wh^eilrtg^ feyeC chHte^- 
•headache, rash; msuseai vomiting; tachyca rclla, .an^ allergic raacfclons* ' , 

'Research "Studies are' turr^ntly, uncJerw^'usThg"':mohoclonals fci.r.a Varfety' of 
■ ■ 'dIsBaste3;'iricliitre Tos\\ .lymplioma> ,chrynlc„artdiacute lyrnp leukemic,, : 

mQlanbm'a, COloradtai, cancer, arid neurob^ ; , ' 

, llnisiferbns- U^^s)' ;^T;nDll' protein's that "Inhibit yiral replicatlon'ant^pnatTipti 
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' '■' '"■ ■" " *^\; V;i!ha'^flIliJlar<f-iBn^ 

■;,•"*' ..'pra^ucdQ^^■o^:IF^^L ' . " _ . .•[,. , " 

. ' • , " Tlier^ a;^e^ currency ithteeimajb of-ii=Ns;;.aIphai:'beta; and "gar^mav EacI' 

: type lhas ^Inillar bijAdistitilcdye'cap^TajtiKete foraltehng' Wo'p'SLi^^l ^^ifionses. ■ 

rhyalogehdus leukemia- H:'Kas;ialOT^ 
' . : ' : ' . : : 'sdliiJi tMrndrs/i^qh as renal: dsll can.cer; B^lia^irttfiif eron-ls currently use ftir 

' ' /"treatment of /riaulaplasclfii^ :' 

' / •/ :* iHterWrans'ms^y-pn^duGB^'^^^^ 

■ ' ' ',' = *:'•:. depen'drng!'on!dDS«;;scH;edul3/iVa^^ 

' iwhlt^'-r^uces-the'OveraUslde^e^^ 

' .rnostbdmmoh.side,eflfe(±siof .im tHerapy^^ 

■Tndude fever, chllls;.ta'cJhy)cardla,im,USde'ai±es^.maTai^^^ and . . 

• " \ ,:',h'eadaciiBs.ThisVeadionrrs.excrG^^^ 
. 'exposure to IFN/fc^^ 




mtGrfferon can be administGj-ed Uy iv: bolus or inFu5^oin,i <jr intramiiisciJlar, . 
subcuta nebtis, 6r intrathecal: injie'rtlon. ItJcari aliso be ,g?yen Iptranasally. , 
Redness £^ndi^^ftatloh>1t.thB'lrijectlO^^ sitefmayr'bccurliBlnce-IFNirs^^ 
.ad^nlhlsteF^diOfi ari-OL^p^tlent basis; it isJ^ssentialttiiat th^:patlent and femlh , 
taught the technique of adlViltT(IctTaHon.ancl no:w" to- manage side .eff;ect3.. 



are, 



lkteHeiikJri-2"tIli*^2) fe a stibstan'ce'iin?auced by:lynrtpl^ftqi^tesyi^^ 

■ beln^=an -dssendal factor fbrilii& groyyth of T. cells,: IL-2' 3vi9™nt3;yarfau3TTc:.; 

■ f unctlbns^and jenh^nfcfts 'm cell funcabn. .IL-2'ial£b: acbVat^es flimp/iofene- _ 
acUvatd kllienil^KycGils, whiph "ar^'a type iyt. (qller'Ticall produced Vtfhen ' i . • • 
i0mbhoci^e5arB"lncubated':yrfthTLi^^^ ' . 

i- lrnjirovaihe reCOvary/D^ lmin«ciodefttlencvi ^tes .< . 

>Patl^tS with" renaliicaUicancer, melanoma, and '(lOI^-Hodg kin's lympho^^a':^av. 
clem'onstirated responses to-n-TZ ttierapy- ' ' . 

■ ' ine niofit sever'a;to'xldtles Eesujt.fron:i IL-2's ability td- Increase, capillary 

, permeabHlty, Ms m^y',<aik'e, hypotension; a^^^ body edema, 

;"and pulmonary edema^ < . ' ' 
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; . :• ' ge'iieraliy mlld,:i^al1allure ., ' 

' Hy;p^tensfoh;;':aneJt)Ta;'»nd>a,ded^^ ■ 

: : .': ' , .cumiilaUxre dps^^ ' 

**''•. ' '.dccMifbrally sl^ip,idesquani3>'tSort ' ' v ' 

' " : ■ butpailent'basbs;' Patient eddcatrorr inithesersltuafiion^ Is? especially important 
' ' ' . ' . b"ec3use padbrilis rxiUst be alert to ipotential. side effects that should be report 

' ' ... ; , . ImmedT^tely. ' ' .' 

. ealpny "Stimulating Fac^ 

' . ; , ' : ' •..tiroTrfferatidrtVHffiatui:atiort,. regulatlbhy and Bctfyation of qrufy:i\f^cj^es^. ,^ ■ 

•:mafcroRh99«;':iym^^^ 

• * ■ . tvPM of ;CSi=k.have beenvnadu^d:' , 

• ri^medifti*^;the' rhsjori^ell -illheagp they, affecb ^ranOlocyjE-rmacrpphage CSF 

'fGM'-csFi'if*fects^'bc>th gr^aiilot^ nfia'cropljiage linage; granOIocyte GSl, . 
' " ■cG-'csrt.ta^et^'on]yflranurofcybifi:'T75e5elwoha^ 

m'aln. Indication )k for tratment.of neutropenic fevers: This has- be?en studied 
• ' niuitipifeificenarios/lncludlng the prevention of .neutropenicfeviers prlmartiy d • 
' sebondartly- 6n<^ror ofee in;stem cell: mob^ltzatlon. Qtherj^lony. stimulating . 
: factbre Induda plaiurlpialetini Il:-3; or mUin^CSFi- which affects icariy cell. , 

' . :'weUi^edai5:ari:iL-llthat''in^u^^ 

was HAped to" UiTiititha aiiigurpfe iplateleC trans^tislons patiervts may fec(uir^ 
Unft>rtuiiatGilY,.the outcomes dat^ has riot deincinstrated* it to. be as ■flfflcac on 
as oriq!iialiy'Kdp'ed,:.and thei:efbre is not offm-iiaed;; Other coloriy sttmuiating ■ 
' . fectors'.lnciudelthrombDpwtiO'and.^ 
' . . ' ':■*. .wMcJihave b^niiliawri-to.JnduC^^^ 

" . ! thus ;pr6rtiptlng, ttieir'mariUfac±urer9:toi.strongly consider reVra the 
: i : • .., 'mailtet. ErythT<ipoi'etin/vahicii='ta'rg,et?.ervthracy^^ approved ■ 

' ■■ ; the'R?A:Tn IQSg'f^r.usaJnaneiriialcaus^d 
' ". . ' Ytm)i;'Andtlaerveralan,mBnumctM 

,; itreatsnemlairelatedtocaticerandcaYicer.^^iew^ 
',' which result. ' " ,!* ^ . 

' ■ teM'isF an<i <^'-CSF have b^eh administered by.lV bolui subcutanegusly by ■, 
' ■ ' dally injectfon."0r.bvcontinuo;ufiiy;inftj5ron/e^^ 
■ • ""' 'assodatetivviith.onlyimihlmaj tcocrdtv>,mal^^^^ 

* : . more syst^rnl&tt^idUes, . Including; i=& tig U^^^ feyer, musde aches/ariorexTa, pa;. ' 
J"indfdtefTfiea>'''BfoodJevfel^.o1ialkaIlne;^^^ 
. aiso.'ftfr Increased;'. * . " J* . , 

* ■ / ■ rteiicai usek^ tiiese^flWwthfacto^^^^^ 

mWuiaaiig 'the innmOne system. Their effi^ 

•hamatiilogk: diseases and their ability to r^duce^neutrop^nia durir;^ cancer 
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:T)imor-NeCT'o5iaf Facte ■•-,'.{.':'! 

' . ■ y: ' macropfhaa^-i-^henaaivatEa^yrfe^ 

. ! ■ whlcrVtiien biads'to i^ceptors on cellMnembraneS'; OnicG t>ouhc( tc^ tha cell 

. .rn.en?|irane; Tlt?F !nl'tiatescell,iiil^r |act^^[ty aotf Ifiiposslblycytotdxicto that call. 

; 'ther^pe.u"c effectWeness against'rifiJailgna^^ d;?saastes. srbe effects'oPTNF are 

-ai'mllar to iiiose^expeii^n^ 
: sy(idtqme:'96(J' sorenessf the'tnJectlDri^stte. -Fey^r^r and: chUls-are generally 
. •* , / 'iTiiid'snd'dlsa'Ri^earwito'Sf^^^ 



. . " . .' ' fj^iir'aSBfclancciple^^&vlEitoUrHELpa^c^on.; . . 
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